KJI/JP2004/014919 



08.10.2004 



a a # it ff 

JAPAN PATENT OFFICE 



v»&^®tra — t £ HE 1" & 0 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



ffi m # ^ s 

Date of Application: 

m m # 

Application Number: 
[ST. 10/C] : 



2003^101 90 

#JSS 2003-351410 
[JP2003-351410] 




Applicant(s): 



A 



! PRIORITY DOCUMENT 

i SUBMITTED OR TRANSMTOD m 
I COMPLIANCE WITH 

RUT P 17 1(a) np(M 



Commissioner, 
Japan Patent Office 



2004^1 1|18 B 




ffi|E#-^ m«E# 2004-310468 



#M 2003-351410 



st-i? : l/E 



w#f] 

[ft£] 
[ft*] 

[ft£Xtt**fc] 
MA] 

[»J#-S§-] 

[#3±] 

[ft£Xte£5fc] 

[*BU#-*] 

[#a±] 

[ft*Xtt£lfc] 

pha^ius*-^] 

[nm®#oB®] 
[«&#£] 

MWM&] 

[•#*] 



C1-A0319 
«15^10J! 90 

»NilMPJR»ilrttin lTH3 5fi t^Hii^ttrt 



000003311 
100102978 

*** ®m 

100108774 
— S 

041092 
21.000R 

#BH»3fctf>IEffl 1 
95#ffl* 1 
HIM 1 
H&J# 1 



ffliE# 2004-3104682 



#H 2003-351410 



^-v: 1/E 



mim 1 1 

2 ] 

3 ] 

4 ] 



tfifiE# 2004-3104682 



2003-351410 ^c- : 1/ 

[0 0 0 1] 
[0 0 0 2] 

&<<D'&^mm<?>-%Myw7Vy\z\ l ± > 5»I4o^^7^IgG, IgA, IgM. IgD. 

»10X*£a-C\/>* o IgMJ±, IUKftt^tt«r^oj|||||bll%JR^ **v>tt$£ 

t MgMfi, fiflT, 5*#fl|it4r^rLTV>* 0 IgMO 5 f#II^ilt« 5 
-'^ IgGK jRiR Liz 4 &4oTv»4, IgM<DHgfT-& £ ^ gttilgGOHgn? 

juWt, fcism$t.<n y$U t) i>— o^{:#otv^ 0 

Igllli. IgGicii^ibtL^v^JiltPfiftL^,^';^^ Ki^ff^o J«ft«, IgM^#t# 

©STO^ft^ l>*?#MfcJ (##ir^IU/'Proc.Natl.Acad.Sci.U.S.A, (1984) 
81:6851) **<&fcTC**o J£fc, ^Ott«ttOffi4ftttftJgffi«ft (complementarity determin 
ing regions ; CDR) £fcWAy^n7>'j> fcifrRt Uth & -£r£fltr & £ (^#fF;fc 

m 2 /Nature (1986)321:521) 0 

3W*fc, aaflS^MHL-cyiJ^Sfc, gLCD20t h** y*^>(Rit 
uxan: IDECtt) ^#LHER2/neu h <t£vfrc& & (Hercept in : Genentechtt) /6 ? ga 

&mftimmm&m& (jbit, ADcc?£te«ia-t- *) *tt*Mfc#ta-»ifl&i*#mte (&t\ 

CDCMtt^^lBi-^) «ie>*L-CV*£ 0 IgM<0CDCigtttiIgGfcifc|fcLrifl5V>ifc*»e,, CDC 

»KJLo^5gft»«ES:f^tjl-f-aifcttBi|-C** 0 Cytotherapy, 2001, 3(3), 2 

33-242 (*#gfcfclR5) m<D-20V^K &^X ft «F#l$fc:lglI<0ifcJft*J J: tfflHifiT 

#g£c^£i:*i§uv»i 0 £jt. ras:itJ-ii. igM(±##B#n^^«tiy ? M^ 

fei L^f^i j&*fB«$*i-CV>S 0 Arch. Pathol. Lab. Med., 1999, 123, 119- 

125 ($mftJcm) Cli, hJflL»-efiiSS*L*cryQprecipitation**v^±iSffittjRi: 
P?»**t*itJR0 7-fe, •^-OSt#^«*^?>ft*it»*^i:SType I cryoglobulin^. 

•amtL^o *tz^ mmkfcmzigmmm&jimz&^xi), ^xomn • mmrnm 
*m&<oi:m®x<D&ffi.m£<Dmz&mbm* s !kKx, nmmm^mz § iz-rmm*>$> 

©a^^v>r % IgMfc££ffc£*S«*Oift*#fcS*LTV>&o Immun 
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ochemistry, 1978, 15, 171-187 teMWfcfclR 3 ) fcfcv^TIi, IgM©te»i£JK»;J\ ®;i&> 
i^^jK^^C^-T < , pH5~pH10Of&H!*lT*®iSM# 2 j|B£& i fc# s M^£*LT 

i: fcP^£*vCv>& 0 L^L&rt*£>, -^«J^^#:{4l«v>pHt?}imT5 VBU& 

pH5~pH8 $«bfct±pH5~pH7#i£-C4t 

Jounal of Biological Chemistry, 1997, 252(22), 8002-8006 (&SfcWfXWt4) 

o L*»U m^ZtiX^ZJcffltXli. v^-ftL^M, ^S^»^^^>©SM^^^^ 
EHftfctt. ^J:^500mMm±<^»Ma> & £ fc^StLTiS 19 

W0 91/18106 (^Sf 1) K^Tti. IgM^^tTV^^i|#^^^£^C: 

1 ] WO 91/18106 
[^Mffr^tjtfc 1 1 Proc.Natl.Acad.Sci.U.S.A, (1984)81:6851) 
[^tfrif 2 1 Nature (1986)321:521) 
[s^BT^Cifc 3 ] Immunochemistry, 1978, 15, 171-187 

[^MtltlfcfiNl Jounal of Biological Chemistry, 1997, 252(22), 8002-8006 
[#M#fF:fciS£ 5 ] Cytotherapy, 2001, 3(3), 233-242 
[##ff:£ii£6] Arch. Pathol. Lab. Med., 1999, 123, 119-125 

mwtmtk Lint-s mm] 

[0 0 0 3] 

($lxJ;?> pH. &jl;g&^) t^w^f^l^t^ifc^gWtt^o 
[0 0 0 4] 

1-* ®^TvJc«tc^i-^>^K^T-r^IgMmj.^^<7)^ >v^ 

(1) ^ >^-^ f ^ W^t^^t»|,o * >^5C£^r1-£MK^x- 

(2) ?>s*?no&feik&i&mTkm<DnMiz£z> (1) cbho^So 

(3) ^^^K*«IgMt?**, (1) l-|B«c0^o 

(4) ^>^^|T«r^^-S^OpH^5~8T-*S, (1) Hia*©*teo 

[0 0 0 5] 
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[0 0 0 6] 

l&TFi-Z & <DX-$>tlit& < , IgG, 77 ^ > (PNA) & WW <b tl£ 0 

#3M8K*5»t** w<*JIfcL"Ctt, IgM*«#^»tLv^ 0 #3&Wfc:fev>-r TlgMj fcli 

h«i ojenr^i* £_l t // 41 vfeiaffl®, * # u ^-^ 5 s# * £ si 6 mfc(nm& * #o >r a 

* o_ * *5^%0J 1= & it a IgMJ4 % BK3£$btt $ *tfctt3|£te ©IgM*^©f&3i£i» 
^wd o 

S& W OlaMli , ItiLfJ-fto't a; ruyyy* ^-f & & & WtofiL K ft Jfc-f & IgMSUr 

£L£lgM{4, t b^^S-^-ffl^IgMi: LTlCff £ Lv>IgHre&&o RTgBffi*0 7 V-A 

jftSJ fctt, *fftff»0^*5&»lmg/mLJ: IJA«K («x.tf, 5mg/mLJ^±, lOug/mUU:, 2 
Omg/mUJLh, 25mg/mL&±) * 0 

»*c*fti$*L*^j.>'BfcjiMif«©awptt, mm. l-soomM-e* 19 , $f*t< {45-100 
^&uitmmmmmm= ca-b)/axioo 

b : **>wMmm*&inLfci&xm&mm (turn*) o&m.ftm<oi&j&* 
mm^^uitmmmnmw, ts-t l < f±io%m±, * •? sps l < i*3om±, $ e» ^0 

&wm<oism>fr- Y\,z%>m.ie.\±tk<. Y^m^^^t^mxh^o Lit 
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^ftP&^Wfc&OJtftiftfcaJSi; tt\ ft&ftiJSL ft#i£-££iJIL ft^^M, ft 

oi^j^w^tJ: TommitLtzmmt LT^t^^t l< a 

iMtsk m-mu &%m, mmM^t'tm±m.^t>^x 

ktf%z.hti2> 0 ZtvhMMiz&lf zmMfofrMti, y$7j<Ztitzmm<nMm%&M;& 

mM-JfrWlzii, Mm*®Mm®mZlJUx.2> Z t i>X&% 0 ^Jx-ifT;^-;^^ *><|£ 
•c # % o *tzfEJ*> '&#mf£f±#J tLtlt 0)J x. I3T# U y ;v ^ - h 80, & * v> (iHCO-50 

^7^3-^iffffiLTUv» 0 ftffr*!U CTx-tfU >Sfc£««8U h 

Aft*8U M-f^J, 0Hx.tf, iHyn*>f>, ££#J, MiLlf^^^r^3-)i/, 7 

v> f± r ^ $ tL& o 

o mk.it, — miz^zfemikg&?zno.oooimfrbiooom^w.fflxm&zt&T%ffix$>& 

o Wx.tf, »)0.001-100000mg/bodyO|£H'CS:#**a^i bi)*X& 

^r<om, *5&w<Dmm.m?m<z>mmtzmLxi±, wo20O2/096457^#Mt it, *w«d 

[0 0 0 7] 

ZtlZ i><DXi±%:^ 0 

mmm 1 ] 

(mr, tmabon-ou t^>>) z&mLtzo MmmmBon-omm.^^xi^m\^tz 0 m 

Citrate buffer : "20mM sodium citrate, 300mM NaCl, pH5.5 (citrate buffer)" 
Acetate buffer : "20mM sodium acetate, 300mM NaCl, pH5.5 (acetate buffer)" 

IgMfc-^-f* Citrate buffer £ XV s 
Acetate buffer IgM^M^JES tT, SElOi^^Lfc, 
[0 0 0 8] 
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mi) 



MABON-01 


Acetate buffer 


Citrate buffer 


mg/nii 






33 mg/ml 


A4 


C4 


25 mg/ml 


A3 


C3 


17 mg/ml 


A2 


C2 


8 mg/ml 


Al 


CI 



[0 0 0 9] 



ABON-Ol^&j^^W^t^HJ^&IS^M: (cryoprecipitation) /6 S JL btltz<D KM L 
T„ IWlMO^^^m^lB?^^ (C4&tFC5) K:£V>TW:, fl&zSfcfclg^.lt, fc 0 

mmm 2 ] 

j&20mg/mL<£>MAB0N-01O20mM sodium acetate, 300mM NaCl, pH6. 0 : M^MU.XmMh 
, jtffJSEasySep (TOMY) £ffl^T20mM sodium citrate, 300mM NaCl, pH5.5 (Citrate bu 
fferK tfzl±20vM sodium acetate, 300mM NaCl, pH6.0 (Acetate buffer) KM LX4V 
TSiflfU mmmm^n-ofzo IMCILfct, ^ft^ObufferT^fRLl0mg/mU# 
mZMMLtzo Z.tib<DmWL*, 0.5mLOPCRf-J.-^^^*L, 7"C. 4V, l"Ct:-26BK 

mfLxm&fcM<7>fkj&*Bm~ <£ ^mm^tz 0 m.^m^^nh^tzi.m * omabon- 

?J*L Lt, G4000SWxl (T0S0H)£fflv^ 50 mM sodium phosphate, 500 mM KC1, pH 7.4 

tf-^Mmo^tt-itt^iSiaiti^Htrm-ejticL. MABON-oioi&*&fti£o^j«£jrm L£ 0 

B^T'fi, MAB0N-01 <D&MMffiWLW*4X:, & J: ZJnVXl&fc LtzWf&K&UifcfflL&m 

mztitztf^ ^*L\>m<DmwLxtefcm±n&bfrti:fr<>tz Q 

tm^m, fcmAtfmnirzMmtm&btifztiK t , <DUMK^x%^^ym.mmwjk 
ximmmmm^ K&^xttmm&'j?* < , ^ >mmmm*m c t k «t * w * 

&M&mV9M%JMiW&X> h fitz 0 20mMOS^BftjR««t*» £>20mM?> * J- ^BfcjBWtfftKJSM-f & 

mztifzo 
mmm 3 ] 

$*j20mg/mLOMAB0N-01<£>20mM sodium acetate, 300mM NaCl, pH6. 0v#?j££il7.&-efi8!l L 
, ii^fflgEasySep (TOMY) &JBv*-C20mM sodium citrate, 300mM NaCl, pH5.0, pH5. 5, Z 
fzii pH6.0 (Citrate buffer), £ i Z/20mM sodium acetate, 300mM NaCl, pH5.0, pH5.5 
, ttzi* pH6.0 (Acetate buffer) KM LT4'CTS£*f U m.ffiWMM*ft^ tz 0 M.U.Km 
Ltzfe, -e-tL-rtt^buffert?«LlOmg/mLM^PimL/Co ^^^<^MSr> 0.5mLOPC 
R^-:7H~7^U 4t:-C29BM^bT©za«^^^S ; a^i nmULtzo 
gl^^v^fibtL^ift^^MABON-OlM^^^^^^n^ f^77^ -i VmfcLtZo Y 
MI^ov f^77^-ii*7Ai LT, G4000SWxl (T0S0H) £JlV^ 50 mM sodium ph 
osphate, 500 mM KC1, pH 7.4<omffi.*&W)ffit LXft -otzo Y^h^t h ^9 7 <i 

- bf - * TO #fi# tf- * TO outfit ^®Ta«Btrm-eJtl^ u mabon-oi<s> 

IttfcJ: S^^)^ «rE3tC^-r o ft&ttftftOi>H5. 5 % pH6.0T^^^M^^^ 
fzifi, Jrti&W-vmWLXiiitmimtb h titefro tz 0 
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Sii&pH5. 5-6. O^fElSlrib^ L 20vM<DWp&®ffiWifr h 20mMO * -x >^Sff|. 

i.i tfc # > ^ v * v- kgm3 * h tn,mmm<tt<D-mm 

tfyWt'y KGM3 hftfltOlHRfcn- K-fSjt^tt, Epstein-Barr^-f 

-c^Ktsm $ n.*: n > mm (mr, asy > ^ y * ~> kgm3 t h ft#%£gB*nii& t tssa 

1"&) X *9fflmL£Total RNA*JBv»t\ RT-PCR&K «fc oTiHIBLjfco 

Total RNAti, RNeasy Plant Mini Kits (QIAGENttS^) Zm^XlXlQ 7 m%k<DfoJf> ? 
Vtis KGM3t hgi;flcS&SBfflfl& J: !? Jfc|±5 Lfc 0 Hbon f> LTV> a gtjy > ^ U KGM 
3fc hJtfratfe^^aafeBB^J (Cancer Research 1993 ; 53 : 5244-5250) K*o*V>-C, 2^: 
W*U=fjK^V*f-K (LMH-f3, LMH-r3) *«W-Lfc 0 LMH-f3 (IE?!|#-t : 7) (i-fe>-^ 
^[6]-e. LMH-r3 (@B^!l#-^ : 8) tt7 >f-fe > *#|pn?-e*L-r*L^j£ Ltz 0 lft 
g^Total RNASrffflLt, SMART RACE cDNA Amplification Kit (OflNTECHttR) £JlV>5 

• »f ij i: 3' &mm vxmttMK *i«#a 5' ^ma^^iiiiifi^^ y 
m^tio mm^KB 1*42 r -c 1 n# n kje s * fc « 

PCRRiS»«E(50Ai L) Wli*^|:/7to 
5 ,«L<mOX Advantage 2 PCR Buffer, 
5;/L<7)10XUniversal Primer A Mix, 
0. 2mM dNTPs (dATP, dGTP, dCTP, dTTP) , 
1 fx L60 Advantage 2 Polymerase Mix, 

(m_hW^{±V^i**L^CL0NTECHttSSl) 
2.5/*L<»$K^J&jg%, 

lOpmoleO^^- 'J ^ V** KLMH-f3$ £l±LMH-r3 

94*0 <£> 1018 z&jK K X 30# n , 
94tV5fj>IBU 72X:/3fr$lWt 9 totem 
94 < C/5#W, 70*C/10«>W N 12°C/Zfrm<D*m7 toteUEM 
94*C/5#K, 68lC/10fj>|RU 72*0/3^^) -9--f ?to*2mBM 
Wfe\ZRfcmm*12'CX-7frf%MW! i htZo 

PCRj^fiQIAquick Gel Extraction Kit (QIAGENttM) £fflv>T, 7# n 
fitfi L£f£, pGEM-T Easy^* * - (Promega*t») ^? u - f Ltz„ &*I2?!)fc5e<Z> 
5'*»1IB*^&#tr^**-*ftm*3!fApaI (^SiittR) XtfSacII (^SHitt 
») T?^bLTWbtt*#&l.lkbpO»fM-. is J:tf3 , **ffl3tfc^£^tr'** 
StApal (£?Biitt«) XtfNotl (SSitttlQ -C'?mbtT#lbtL^^l.lkbp^8lf>t«-ti^ 
U pBluescript KS+^*- ^n-^^U ^fttfcSy^^U 

KGM3 1 h Sl#H^«^ * o 

fiWMiffl^? * ^n-->^4fc*^ % -frjft*y =f^ ^ V^-^ KLMH-fxho 

, LMH-rsalSrffiv^-r^JEOjl^WfM-SrJUiIBL/io LMH-fxho iMM^ \ 1 1) tittf^ 
-ca^ > ^* y * */ KGM3 H b ^HilatfS^-OS' CM7'J^XU *»o 

xhoimmmmmmim* h mz Ejnt^o «t ^ ^, 4 ^LMH-rsai (mm^ : 1 

2) (if^y^-r e#L#>^y KGM3H htrL#Hilit<5 : f03'*«H^N'1'ry ^-f 
X L , Sal If IJ RSP^Kf8fe@B?iJ £ 3#o «t ^ tL^tLfgft L 7t 0 
PCRBO£»i& (50 /£ L) O JftJSfc * tr^i- o 

5//L<O10XPCR Buffer, 

ImM MgS04 

0. 2mM dNTPs (dATP, dGTP, dCTP, dTTP) , 
1 jl - y h ODNA^? y ^ 9 - -ifKOD-Plus- 
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(ja±o*^»iv*-r*ttsc^jKPi±*) , 

lOngO^Sjfitf KGM3H h &#H»*CTfc^trpBluescript KS+^* * 

lQpmole<0#j£* V ^ * l/**- KLMH-fxho, LMH-rsal 

94 n mmurn i~ x2%-m > 

94"C/15#P B 1 > /30#R3 , 68"C/2^P^ <D -9" ^ * ;v £ 300 

igipIL£it{5T-ilrJT-l±, WSSIffXhoI (^SitttSl) &«fcOWW*SalI (^MilttM 
) "CflHfcLfc&fc, QIAquick PCR Purification Kit (QIAGENttlHO *fl§v>T*jMBlU pUC 
AGO$UPl»XhoISI5f4^m^L. ?n-^>^L£ 0 * -pUCAGJi, pCXN (Niwak 

, Gene 1991 ; 108 : 193-200) ZMmmmartiIxm4kLXnbti&2.6kbp<DWrK*v\]C19 

a%.&m±m) omvmmBamHmmzmffiv, ?u-=.>wtz'<? *-x$> 

2>o &J&Ltz-f7X< K£pUCAG/L612H2:ifr£L*:o ^^^^ VK^tft^U^>7V 

KGM3 1. h^H^o^ie^ij^j; tfy 5 y m@B?iJ £ @e»-5§- I 1 xz/bb^j#-^ : 2 k 

1.2 iru # > 7 »J * v KGM3 H h ^MitfS^- C0#lg 

#L*f>^iJ * v FGM3H h^^UI^n- ^st^(ijfc^ V »J ^> FGM3 ^ Vffi 
fo^mfflm,* <9WffiLfcTotal RNA£/=Bv>T, RT-PCR&K J; oT±iifg L*: 0 Total RNAti 
> ±BtMm^LX^>7V FGM3t h Jfrf*:fimB,« £ <9»mL?c 0 Hoon^^^ 
LTV^iiL^^^V *v KGM3t h^u#:itCTom»ie^l (Cancer Research 1993 ; 53 : 5 
244-5250) K^o'v^T, 2^<7)^ V ? V K (LML-fl, LML-rl) ^f£ftLfc 0 LML-f 
1 (@c^J#-§-: 9) Wt-feVX^lRjT, LML-rl (@£?ij#-t : 1 0) l±T XjjfaX** 

l^g^Total RNASMifflLT, SMART RACE cDNA Amplification Kit (CLONTECHttSD £ 
fflv>5' *MJ 1 3' K 53**1 LTjt^llf>t L7t 0 5* *MJit^Oiii|iMii^ 

*ij =fj* ^ l^?- KLML-rl£fflv^ 3" *M^{S^<7?iiipI{i'£-j&;*- U a'* ^ KLML- 
fl^rfflWco ^te^^/S(i42t:-Cl^FP^30^^^:iS$-tir7to 
PCR5U£i#t£ (50 (x L) « * ^i" o 
5 fx L<D 10 X Advantage 2 PCR Buffer, 
5/zLCOlOX Universal Primer A Mix, 
0. 2mM dNTPs (dATP, dGTP, dCTP, dTTP) , 
1 fi LCD Advantage 2 Polymerase Mix 

(m±0^fi ^-ftl 1> CLONTECHtt^) 

2. 5 M L<DMm^Kmmm, 

lOpmoleCO^^- 'j =T* * KLML-f 1 £. tz fiLML-rl 

94"C <0 &c T 30# m , 

94t:/5#^, 72t:/3^c7)-v-^^;V^5lIIK« 

94 < C/5#F4. 70 < C/10#Fb1> 72^/3^^00-9-^ ^ ^^50^, 

94t:/5#ra> 68t:/10#F^, 72 , C/3^<7>-9--f ? ^*2mKW. 

PCR»(iQIAquick Gel Extraction Kit (QIAGENttM) Srfflv^T, T**n-^^;i/^P, 
L 7t pGEM-T Easy^ ^ ^ - (Promegatti^) ^^n-^>^L^ 0 m*@a^!l ^5e<^ 
^ 5'*5iflia^F«:^tr^^^-4r«IIIK*3(fEcoRI (^ffliitt») 'CM'fbLT#P> ttS 
^J0. 7kbpc08(fM-, ^3 J: tf3* ^SBfliat^Sr^tf ^ - *HflJP.R#3l5EcoRI (SSMS) 
T'M'fb L T # h ti& mo. 9kbp<7)gff>t * b> ^ * 'J =f Jt ^ 1/ ^-f - KLML-f eco> LML-rn 
ot-Srffiv^-c^S^aHS^WfM-SrHMBLfeo LML-feco (1B^IJ#^ : 13) \t^-fy J v 
-Xfclfy 7*)**s KGM3H b *nI#:Liiaf5^(7)5' *j»K^>f ^V^X *»oEcoRI«0 
PlP^eHfeSe^J «: *b a y ^ as^ij =Sr^o J; 9 t , * TtLML-rnot (@E?iJ#-§- : 14) f± 

tBSE# 2004-3104682 
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mi-?? << ~*-X~t%1fy ?V **, KGM3H YfofcWmitt03'M1iM^-( "TV *MXL, 
NotIflNBUgXMtE?ll$r&o J: ? K^tL-r^lSir L*r 0 
PCRRJS»«[(50^ DoHU^^Kito 

5^L(7)10XPCR Buffer, 

ImM MgS04 , 

0.2mM dNTPs (dATP, dGTP, dCTP, dTTP) , 
la-? h tf>DNA*° «J ^ 7 - -tf KOD-Plus- 

10pmoleO#Jft* U * V*? KLML-feco, LML-rnot 

94 < c/i5#na, 6otY3ow, 68tv2#m<a*M ?n<*zmwM 

U) -emftLtzm-, QIAquick PCR Purification Kit (QIAGENtt®) S-ffiV>tillL, p 
CXND3<D ft fl IR**EcoRI & <£ O*NotIi!0 Iff MM U * n - - y ^ L tz 0 

*- p CXND3<^#|g<»tLKov>T, SITC^-So DHFR- A E-rvH-PMl-f (W092/1 
9759#R8) W^l#H^5HShF b * - £3-#J1- & fc* £ % ftlMI£ftEcoRI/SmaIgM£-eM 
-ftU ^-HlO^IUilXLfc^H, EcoRI-Notl-BamHI adaptor (^JSi&ttS) £^n- 

pCH0I£>DHFfctfc^3&5iTO fcpCXN (Niwaib, Gene 1991 ; 108 : 193-200) OfiUMfttHi 

D3K:*n-->^L, ^1*^5^5 KfcpCXND3/L612Lfc#£ Lfco ^^J*.^ KC^ 
ttLSSLJy^^y * v KGM3t h^ffcL&t^XSe^m^T 5 7 mic?iJ£I2?iJ#-5§- : 3 £ J: 

1.3 y 7 V * *y KGM3 h #L#<Z>3lii^ * * - £>fit£g 

tfcjy^^U *v KGM3H ZtzftlZ, pUCAG/L612H**0KMS 

HindHI CgmmtWO -emit Lxn h H&m. 0kbp?>®f tf" £pCXND3/L612LOftlJGli£3iHin 
dIII-aJWfS5ffitw9ij|gL, ?u-=.>yLtZo ^L/;^7^ 5 K*pCXND3/L612IgMfc^& 

L^o Kiittw«ittn-c**^>f ^^iMtafe?-, roraws^ starry * 

v KGM3 h jfi#Af5^- fcS&SH" * . 

1.4 m# kgm3 k h «t vi&a^^ * - <^>#^ 

fcliVW KGM3H K^Sat^fi^L^V^U *v KGM3H 

frl&SBJHBI&J: OttttiLfcTotal RNAfcJEv^T, RT-PCR&fcl <fc o Tifipl Lfco Total RNAti 
, ±iBfcEMaifc LW/^'J *~> KGM3H Y&mkmfflX&Z DaiiiLfco GenBank&C;g 
i§^TV^K f^Jil^OgiieyiJ (GenBank#-t : M12759) fc3fe-^v>t\ 2^0 
t'J^^W K (J-fl, J-rl) £l£ftU -g-J&Lfco J-fl (Ic?iJ#-^ : 1 5) 
^^I6JT?H b^L#J^a^Exon3^N-f ^y ^-f XL, J-rl (!£?!]#-?§-: 16) f±T>^ 
■bV^^lRj-eH h^JMfc^Exo^K'WXy ^Xf^ 0 

l^gOTotal RNA=H£IBLT, SMART RACE cDNA Amplification Kit (CLONTECHttUO £ 

mwimm b3'MmmKfrmLx&'m : ¥-wK*mmvfzo s'^mmmiK^mmit^ 

*Vzf%9V*1- KJ-rl*fflv^ S'^idliajft^-Oittfftt^jft* '7 *X ? V*?- KJ-fl* 
ffiv^o i»^^fi42'C-ClNF^30^M^:jS$-*/wo 

pcnRf&»«E (50 fjtD<D mm *m~7*-to 

5 /i LCD 10 X Advantage 2 PCR Buffer, 
5// LO 10 X Universal Primer A Mix, 
0. 2mM dNTPs (dATP, dGTP, dCTP, dTTP) , 
1 fi L<D Advantage 2 Polymerase Mix 
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(JsJL±OjS^-liv>-ftLfcCX0NTECHtt») 
2.5//LOS£iE¥RJ&g*$U 

lOpmole^Jjfc:* U KJ-fl£fcliJ-rl 

94TCO*IJH«LjRK , r30»|R| 

94*C/5#ffl, 72°C/3^KO'9-'f ? )V*mWM 

94t;/5t>M. 70Tvio#w, 72"c/3^ko-9-^ ^ yu^m^M 

94TC/5»W, 68*C/10#F^> 72TC/3«-|W© , 9-W ***25|hIM[ 
*ft fc RJfcjgW £ 72"C T*7^» L fco 

PCRj^tHiQIAquick Gel Extraction Kit (QIAGENttSO Srffl^T, 7 # n -^-^V;^ P> 
UK L pGEM-T Easy^ * * - (Promegatt«) <^n-~>^L£ 0 

i (±m&i±md x*mikLTnbtizm.okbv<DWfr*m&L&j&*i) =r* ? Kj-f 

eco, J-rxba*fflv>T3fe^Roat^WfM-*iilB Ufeo 

J-feco (@BJiJ#^: 1 7) {i|tr*r9'f^--e$L^>^';^^KGM3t l-Milfe? 
©5' » fc^ 'f/'J^XU ^oEcoRIM IHRM9I ft h VK a *f * * mm 
XlK, tfcj-rxba {WSffltt : 18) ttft^"/? 4 v--e#Lj5f KGM3fc « 
*Jj»aW£i !: 03 , 5|tS«JC^'f ^XU XbaIfflffi**«»BB?flS:SK> J: $ 

PCRRfDM(50/*L)Oja^4r^lw^i-o 
5//LO10XPCR Buffer. 
ImM MgS04. 

0. 2mM dNTPs (dATP, dGTP, dCTP, dTTP) „ 
1 J~=- y Y <7)DNA^ 'J * y - -tfKOD-Plus- 

3**MJjffei : -®fJt> 

lOpmoleO^Jft:*- 'J * KJ-feco> J-rxba 

94 < Ctf>:&mi3i&KKT2#ra 

94TC/15fJ>lffl, 60XV30#K, 68^/23^0^ ? ;V^30H1R« 

**BL^a^f-»f>tJ4, ftO(R«3(EEcoRI (SMttSSO i3 J: tfffflR&B^iSfXbal (M& 
tt») -em<bL7t^^ N QIAquick PCR Purification Kit (QIAGENttM) £JBv>T#it££L 
, pC0SII-ZeocOMPW*EcoRI js «fc O t XbaI«JWfffiffi^aj|S U ^ n > 7 Lfz 0 

9 -pCOSII-Zeott. ±a©pCHQIODHFRjt^5&K«rtfc&Bfc*U Zeocin»1±it 
^^aSPttSr^n-i^^L^^^^-TJb^o L 7t 7* 9 .z 5 K£pCOSII-Zeo/J c 
haint^L^o #^9*5 tLS^^fV^U * 5/ KGM3fc httftJJROttKfiftlK 

If T 5 7 »HE^!I *HB2?fl#-^ I 5 *3 «t tfEFfl*-^ : 6 K^fo 
1.5 it»*fflv^^>^'J *v KGM3H b#t#0§£5l 

CHOM (DG44*fc) im^tz&fe§&mMfeW<Dftm*>k<DZ7 KLT^Tofco GenePuls 
erll (BioRadfrfg) v» fcj. v * h n *° V - -> 3 > & <£ •> MfST-SA L 0 

M^^L^V^ffl«Ojt^SA^ov>TJSLTic^^, 0 * v KGM3H b 

Sufrl&m^^^-pCXND3/L612Igy (25^g) fcPBSKJM LfcCMJ!& (lXl0 7 «/ml) O 
0. 75ml SrS-fr Lfc OfcafUi-eiOfl-H^U h fcf*Lfcffcfc:i.5kV„ 25^FD<^ 

^?a^T10^WO|ljm»!WO^ hnjf?V~i/3 yjlkWZtitimJfo*, HT suppl 

ement (Invitrogenttti) *l««JK-C#trCH0-S-SFMIHt«l (InvitrogenttM) AOmLizM 
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-C^L/^o COzJ y**.'*-*- (5%C0 2 ) T24ll#Wig#^ Geneticin (Invitrogenft 

Genet icinj&tt^TFl-^SteSlM^ 3 n tLfc 7 x ;VO^_htt4'OIgM4 

fcov*T£jfcm.6K^?1ftft£*fc^i!8£Lfc«, trL5tr>^U^V KGM3t h jfrfMJS&Sliffl 
HStf*fcJlfcki£*:ig*U ft KGM3k h ifc#££S&llfllfl&**CA02, CA15, CA19 

, CA20\ ^J:0 f CA24S:#^ o 

h JMM&S'* * * -pCXND3/L612IgM (25 ^ g) £ i V J«3I5I^ * * -pCOSII-Zeo/J ch 
ain (20 ft g) tPBSKM L^CHOM (lX10 7 »/ml) 00. 75ml fciS-^Lfc few **_h 
"ClO^KJ^illL, ^a^y Hc#L;fc&»C1.5kV, 25^FDW^g^-C/^;l/^^#x./c 0 

MtcT105*WWlal^UW|Hio^ N .xi^ b n#l/--> a tiizM1k&, HT suppl 

ement (InvitrogenttSD *lte»ft^#trCHO-S-SFMIIigMlll (Invitrogent±M) 40mLfc!K 
MLtzo 

mmommx-Bm^mm^^uL^ 96? i^n^i/- h moo^ 1/? x;vc5-a 

Lfc 0 COa^f (5%C0 2 ) "C24B#W*»&, 0. 5mg/mL«ft CD Genetic in (Invi 

trogentt«) *3 «fc 0*0. 6mg/mUgftWZeocin (Invitrogen*±g£) £$sin LT2aira^# Lfc 
o Geneticin, Zeocin»tt«:^-J-^Rteljl*HI&W3n--*»^$itfe'> x;V^«±i 

#*»a«JMfe«:J«5feit^ff«L> JaltfV^'J^v KGM3fc h^L#^^il«* (CJ15 
, CJ25, CJ38, CJ45, CJ67) *#fc 0 

1.6 mm±m*<mfMmm<D%m 

%m±m*<VI$m&V>fflm*&>T<D£ 3 )Kft^tz 0 Anti-Human IgM (BIOSORCEttM) 
£l//g/mHC&;z, X i ^Coating Buffer (O.lMNaHCOa, 0.02%NaN 3 ) "C#^L, 96 ? i 

jELisA^yv- htcioo^ i/?^;v-esnx., 4 t c^24B#^m±s:)S$-fr, a--r>r 

Rinse Buffered L^K. 200^ L/9 x^WDiluent Buffer^Jn^., MzS 
-ClB#W&-L&J&£iir> /n^^y^Lfc, Rinse Buffer^ i diluent BufferW«f± 
-5-tL-rtL^cW t # \) t& S o 
Rinse Buffer: 
PBS(-), 

0.05% Tween20 
Diluent Buffer: 
50mM Tris. 
ImM MgCh. 
0.15MNaCK 
0.05% Tween20, 
0.02% NaN 3 , 
1% BSA 

*<D& y Diluent Buffer"?*^ LfcJ§#±?H«:100^ L/? ^)VX"tQx.^ MUX 1 

^WaS$*fc, Rinse BufferT?«fei£Lfc&J;: % Goat Anti-Human IgM, Alkaline Phosph 
atase conjugated (BIOSQRCBttSQ SrDiluent BufferTMOOO'f&lw^^L, lOO/zL/?^^ 
•CiDx.. £fi-em#IHJRj&3*fco *&KRinse Buffer-C«j»Lfcffefc7>l'* V 7 ^7 
r*--fe**® (SIGMAtti^) fcJnx., Rftftfttf-Benchmark Plus (BioRadttfSO *m^X 
, M^^405nm. ttJffiifeft655imWift:}teft*ffl5£Lfco IgM»ftl4#fcj!r;'2'"y KGM3t 
hSMMMKia (Hoon ib. Cancer Research 1993;53:5244-5250) t (Ditm^MW, Ltz 0 

&mm> if > if V * ~> KGM3 1 h tttt$&«3Untt* * 75cm 2 ^175^31*1 -C^HiSfflM 
ft _2xl0 5 cells/mI/eigf|U ^#±**OIgM*ft*±SB©#ft*C«l5£Lfco *&**&2 
K7Pi-o IgM^S{i^#3BBT^20mg/L, ig#7B g-C*&50mg/LT* <9 > 
^■f *l6**^-t-^ffitt5-19pg/cell/dayT*ofe 0 IgMlJ -i & J V u f «J >^t£-e& 
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^-P: 11/E 



[0 0 10] 
[«2] 







fi (mg/L) 


S (mg/L) 

- \ ,,, o/ / 


(ofi/ce 1 1 /day) 

\rb/ ww ■ « / ^ / 




CA02 


24.1 


36.9 


14.1 


CA15 


11.8 


39.7 


4.9 


GA19 


27.1 


62.3 


13.1 


GA20 


20.2 


35.4 


10.5 


CA24 


25.0 


41.5 


10.7 




CJ15 


29.4 


N. T. 


19.4 


CJ25 


24.4 


N. T. 


18.1 


GJ38 


14.9 


N. T. 


12.4 


CJ45 


26.4 


N. T. 


18.7 


GJ67 


18.0 


N. T. 


12.8 



N.T.:Not Tested 
[0 0 11] 



[0 0 12] 

[ni] m*<vfem<oigm&M. (4°o K*»t**5fettfc**i-a* ^vwmw.<o& 

[H2] lOmg/mL IgMO^S. (1,4,70 & * ^^MtOl^ 

[H3] lOmg/mL IgM<S>lg;*& (4'C) £ * ^>^iff£?>f£#£ 

[14] lOmg/mL IgM^OM (4'C) * ^>m^»^f2#£ 
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SEQUENCE LISTING 
<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 
<120> Method for stabilize protein solution 
<130> C1-A0319 
<160> 18 

<170> Patentln version 3.1 

<210> 1 

<211> 1779 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) . . (1779) 

<223> 

<400> 1 

atg gag ttt ggg ctg age tgg ctt ttt ctt gtg get att tta aaa ggt 48 
Met Glu Phe Gly Leu Ser Trp Leu Phe Leu Val Ala He Leu Lys Gly 
15 10 15 

gtc cag tgt gag gtg cag ctg ttg gat tct ggg gga ggc ttg gta cag 96 
Val Gin Cys Glu Val Gin Leu Leu Asp Ser Gly Gly Gly Leu Val Gin 
20 25 30 

cct ggg ggg tgc ctg aga etc tec tgt gca gee tct gga ttc acc ttt 144 
Pro Gly Gly Cys Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 
35 40 45 

age age tgt gee atg age tgg gtc cgc cag get cca ggg aag ggg ctg 192 
Ser Ser Cys Ala Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 
50 55 60 

gag tgg gtc tea get att agt ggt agt ggt ggt age aca tac tac gca 240 
Glu Trp Val Ser Ala He Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala 
65 70 75 80 

gac tec gtg aag ggc egg ttc acc ate tec aga gac aaa tec aag aac 288 
Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Lys Ser Lys Asn 
85 90 95 

acg ttg tat ctg caa atg aac age ctg aga gec gag gac acg gec gta 336 
Thr Leu Tyr Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val 
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100 105 110 

tat tac tgt gcg aaa ggt ggc aac gat att ttg act ggt tat tat get 384 
Tyr Tyr Cys Ala Lys Gly Gly Asn Asp He Leu Thr Gly Tyr Tyr Ala 
115 120 125 

tgg ggc cag gga acc ctg gtc acc gtc tec tea ggg agt gca tec gee 432 
Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Gly Ser Ala Ser Ala 
130 135 140 

cca acc ctt ttc ccc etc gtc tec tgt gag aat tec ccg teg gat acg 480 
Pro Thr Leu Phe Pro Leu Val Ser Cys Glu Asn Ser Pro Ser Asp Thr 
145 150 155 160 

age age gtg gee gtt ggc tgc etc gca cag gac ttc ctt ccc gac tec 528 
Ser Ser Val Ala Val Gly Cys Leu Ala Gin Asp Phe Leu Pro Asp Ser 
165 170 175 

ate act ttc tec tgg aaa tac aag aac aac tct gac ate age age acc 576 
He Thr Phe Ser Trp Lys Tyr Lys Asn Asn Ser Asp He Ser Ser Thr 
180 185 190 

egg ggc ttc cca tea gtc ctg aga ggg ggc aag tac gca gee acc tea 624 
Arg Gly Phe Pro Ser Val Leu Arg Gly Gly Lys Tyr Ala Ala Thr Ser 
195 200 205 

cag gtg ctg ctg cct tec aag gac gtc atg cag ggc aca gac gaa cac 672 
Gin Val Leu Leu Pro Ser Lys Asp Val Met Gin Gly Thr Asp Glu His 
210 215 220 

gtg gtg tgc aaa gtc cag cac ccc aac ggc aac aaa gaa aag aac gtg 720 
Val Val Cys Lys Val Gin His Pro Asn Gly Asn Lys Glu Lys Asn Val 
225 230 235 240 

cct ctt cca gtg att get gag ctg cct ccc aaa gtg age gtc ttc gtc 768 
Pro Leu Pro Val He Ala Glu Leu Pro Pro Lys Val Ser Val Phe Val 
245 250 255 

cca ccc cgc gac ggc ttc ttc ggc aac ccc cgc aag tec aag etc ate 816 
Pro Pro Arg Asp Gly Phe Phe Gly Asn Pro Arg Lys Ser Lys Leu He 
260 265 270 

tgc cag gee acg ggt ttc agt ccc egg cag att cag gtg tec tgg ctg 864 
Cys Gin Ala Thr Gly Phe Ser Pro Arg Gin He Gin Val Ser Trp Leu 
275 280 285 

cgc gag ggg aag cag gtg ggg tct ggc gtc acc acg gac cag gtg cag 912 
Arg Glu Gly Lys Gin Val Gly Ser Gly Val Thr Thr Asp Gin Val Gin 
290 295 300 
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get gag gec aaa gag tct ggg ccc acg acc tac aag gtg acc age aca 960 
Ala Glu Ala Lys Glu Ser Gly Pro Thr Thr Tyr Lys Val Thr Ser Thr 
305 310 315 320 

ctg acc ate aaa gag age gac tgg etc ggc cag age atg ttc acc tgc 1008 
Leu Thr He Lys Glu Ser Asp Trp Leu Gly Gin Ser Met Phe Thr Cys 
325 330 335 

cgc gtg gat cac agg ggc ctg acc ttc cag cag aat gcg tec tec atg 1056 
Arg Val Asp His Arg Gly Leu Thr Phe Gin Gin Asn Ala Ser Ser Met 
340 345 350 

tgt gtc ccc gat caa gac aca gee ate egg gtc ttc gee ate ccc cca 1104 
Cys Val Pro Asp Gin Asp Thr Ala He Arg Val Phe Ala He Pro Pro 
355 360 365 

tec ttt gee age ate ttc etc acc aag tec acc aag ttg acc tgc ctg 1152 
Ser Phe Ala Ser He Phe Leu Thr Lys Ser Thr Lys Leu Thr Cys Leu 
370 375 380 

gtc aca gac ctg acc acc tat gac age gtg acc ate tec tgg acc cgc 1200 
Val Thr Asp Leu Thr Thr Tyr Asp Ser Val Thr He Ser Trp Thr Arg 
385 390 395 400 

cag aat ggc gaa get gtg aaa acc cac acc aac ate tec gag age cac 1248 
Gin Asn Gly Glu Ala Val Lys Thr His Thr Asn He Ser Glu Ser His 
405 410 415 

ccc aat gee act ttc age gee gtg ggt gag gee age ate tgc gag gat 1296 
Pro Asn Ala Thr Phe Ser Ala Val Gly Glu Ala Ser He Cys Glu Asp 
420 425 430 

gac tgg aat tec ggg gag agg ttc acg tgc acc gtg acc cac aca gac 1344 
Asp Trp Asn Ser Gly Glu Arg Phe Thr Cys Thr Val Thr His Thr Asp 
435 440 445 

ctg ccc teg cca ctg aag cag acc ate tec egg ccc aag ggg gtg gee 1392 
Leu Pro Ser Pro Leu Lys Gin Thr He Ser Arg Pro Lys Gly Val Ala 
450 455 460 

ctg cac agg ccc gat gtc tac ttg ctg cca cca gee egg gag cag ctg 1440 
Leu His Arg Pro Asp Val Tyr Leu Leu Pro Pro Ala Arg Glu Gin Leu 
465 470 475 480 

aac ctg egg gag teg gee acc ate acg tgc ctg gtg acg ggc ttc tct 1488 
Asn Leu Arg Glu Ser Ala Thr He Thr Cys Leu Val Thr Gly Phe Ser 
485 490 495 

ccc gcg gac gtc ttc gtg cag tgg atg cag agg ggg cag ccc ttg tec 1536 
Pro Ala Asp Val Phe Val Gin Trp Met Gin Arg Gly Gin Pro Leu Ser 
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500 505 510 

ccg gag aag tat gtg acc age gec cca atg cct gag ccc cag gec cca 1584 
Pro Glu Lys Tyr Val Thr Ser Ala Pro Met Pro Glu Pro Gin Ala Pro 
515 520 525 

ggc egg tac ttc gee cac age ate ctg acc gtg tec gaa gag gaa tgg 1632 
Gly Arg Tyr Phe Ala His Ser He Leu Thr Val Ser Glu Glu Glu Trp 
530 535 540 

aac acg ggg gag acc tac acc tgc gtg gtg gec cat gag gee ctg ccc 1680 
Asn Thr Gly Glu Thr Tyr Thr Cys Val Val Ala His Glu Ala Leu Pro 
545 550 555 560 

aac agg gtc acc gag agg acc gtg gac aag tec acc ggt aaa ccc acc 1728 
Asn Arg Val Thr Glu Arg Thr Val Asp Lys Ser Thr Gly Lys Pro Thr 
565 570 575 

ctg tac aac gtg tec ctg gtc atg tec gac aca get ggc acc tgc tac 1776 
Leu Tyr Asn Val Ser Leu Val Met Ser Asp Thr Ala Gly Thr Cys Tyr 
580 585 590 

tga 1779 



<210> 2 

<211> 592 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Glu Phe Gly Leu Ser Trp Leu Phe Leu Val Ala He Leu Lys Gly 

15 10 15 

Val Gin Cys Glu Val Gin Leu Leu Asp Ser Gly Gly Gly Leu Val Gin 

20 25 30 

Pro Gly Gly Cys Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Ser Cys Ala Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

Glu Trp Val Ser Ala He Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Lys Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val 

100 105 110 

Tyr Tyr Cys Ala Lys Gly Gly Asn Asp He Leu Thr Gly Tyr Tyr Ala 

115 120 125 

Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Gly Ser Ala Ser Ala 

130 135 140 

Pro Thr Leu Phe Pro Leu Val Ser Cys Glu Asn Ser Pro Ser Asp Thr 

ffiSE#2 004-3104682 



2003-351410 I 5/ 

145 150 155 160 

Ser Ser Val Ala Val Gly Cys Leu Ala Gin Asp Phe Leu Pro Asp Ser 

165 170 175 

He Thr Phe Ser Trp Lys Tyr Lys Asn Asn Ser Asp He Ser Ser Thr 

180 185 190 

Arg Gly Phe Pro Ser Val Leu Arg Gly Gly Lys Tyr Ala Ala Thr Ser 

195 200 205 

Gin Val Leu Leu Pro Ser Lys Asp Val Met Gin Gly Thr Asp Glu His 

210 215 220 

Val Val Cys Lys Val Gin His Pro Asn Gly Asn Lys Glu Lys Asn Val 
225 230 235 240 

Pro Leu Pro Val He Ala Glu Leu Pro Pro Lys Val Ser Val Phe Val 

245 250 255 

Pro Pro Arg Asp Gly Phe Phe Gly Asn Pro Arg Lys Ser Lys Leu He 

260 265 270 

Cys Gin Ala Thr Gly Phe Ser Pro Arg Gin He Gin Val Ser Trp Leu 

275 280 285 

Arg Glu Gly Lys Gin Val Gly Ser Gly Val Thr Thr Asp Gin Val Gin 

290 295 300 

Ala Glu Ala Lys Glu Ser Gly Pro Thr Thr Tyr Lys Val Thr Ser Thr 
305 310 315 320 

Leu Thr He Lys Glu Ser Asp Trp Leu Gly Gin Ser Met Phe Thr Cys 

325 330 335 

Arg Val Asp His Arg Gly Leu Thr Phe Gin Gin Asn Ala Ser Ser Met 

340 345 350 

Cys Val Pro Asp Gin Asp Thr Ala He Arg Val Phe Ala He Pro Pro 

355 360 365 

Ser Phe Ala Ser He Phe Leu Thr Lys Ser Thr Lys Leu Thr Cys Leu 

370 375 380 

Val Thr Asp Leu Thr Thr Tyr Asp Ser Val Thr He Ser Trp Thr Arg 
385 390 395 400 

Gin Asn Gly Glu Ala Val Lys Thr His Thr Asn He Ser Glu Ser His 

405 410 415 

Pro Asn Ala Thr Phe Ser Ala Val Gly Glu Ala Ser He Cys Glu Asp 

420 425 430 

Asp Trp Asn Ser Gly Glu Arg Phe Thr Cys Thr Val Thr His Thr Asp 

435 440 445 

Leu Pro Ser Pro Leu Lys Gin Thr He Ser Arg Pro Lys Gly Val Ala 

450 455 460 

Leu His Arg Pro Asp Val Tyr Leu Leu Pro Pro Ala Arg Glu Gin Leu 
465 470 475 480 

Asn Leu Arg Glu Ser Ala Thr He Thr Cys Leu Val Thr Gly Phe Ser 

485 490 495 

Pro Ala Asp Val Phe Val Gin Trp Met Gin Arg Gly Gin Pro Leu Ser 

500 505 510 

Pro Glu Lys Tyr Val Thr Ser Ala Pro Met Pro Glu Pro Gin Ala Pro 

515 520 525 

Gly Arg Tyr Phe Ala His Ser He Leu Thr Val Ser Glu Glu Glu Trp 

530 535 540 

Asn Thr Gly Glu Thr Tyr Thr Cys Val Val Ala His Glu Ala Leu Pro 
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545 550 555 560 

Asn Arg Val Thr Glu Arg Thr Val Asp Lys Ser Thr Gly Lys Pro Thr 

565 570 575 

Leu Tyr Asn Val Ser Leu Val Met Ser Asp Thr Ala Gly Thr Cys Tyr 
580 585 590 



<210> 3 

<211> 723 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(723) 
<223> 

<400> 3 

atg gtg ttg cag acc cag gtc ttc att tct ctg ttg etc tgg ate tct 48 

Met Val Leu Gin Thr Gin Val Phe He Ser Leu Leu Leu Trp He Ser 

15 10 15 

ggt gec tac ggg gac ate gtg atg acc cag tct cca gac tec ctg get 96 
Gly Ala Tyr Gly Asp He Val Met Thr Gin Ser Pro Asp Ser Leu Ala 
20 25 30 

gtg tct ctg ggc gag agg gee acc ate aac tgc aag tec age cag agt 144 
Val Ser Leu Gly Glu Arg Ala Thr He Asn Cys Lys Ser Ser Gin Ser 
35 40 45 

gtt tta tac age tec aac aat aag aac tac tta get tgg tac cag cag 192 
Val Leu Tyr Ser Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gin Gin 
50 55 60 

aaa cca gga cag cct cct aag ctg etc att tac tgg gca tct acc egg 240 
Lys Pro Gly Gin Pro Pro Lys Leu Leu He Tyr Trp Ala Ser Thr Arg 
65 70 75 80 

gaa tec ggg gtc cct gac cga ttc agt ggc age ggg tct ggg aca gat 288 
Glu Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 
85 90 95 

ttc act etc acc ate age age ctg cag get gaa gat gtg gca gtt tat 336 
Phe Thr Leu Thr He Ser Ser Leu Gin Ala Glu Asp Val Ala Val Tyr 
100 • 105 110 

tac tgt cag caa tat tat agt act cct ccg acg ttc ggc caa ggg acc 384 
Tyr Cys Gin Gin Tyr Tyr Ser Thr Pro Pro Thr Phe Gly Gin Gly Thr 
115 120 125 
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aag gtg gaa ate aaa cga act gtg get gca cca tct gtc ttc ate ttc 432 
Lys Val Glu He Lys Arg Thr Val Ala Ala Pro Ser Val Phe He Phe 
130 135 140 

ccg cca tct gat gag cag ttg aaa tct gga act gee tct gtt gtg tgc 480 
Pro Pro Ser Asp Glu Gin Leu Lys Ser Gly Thr Ala Ser Val Val Cys 
145 150 155 160 

ctg ctg aat aac ttc tat ccc aga gag gec aaa gta cag tgg aag gtg 528 
Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val 
165 170 175 

gat aac gec etc caa teg ggt aac tec cag gag agt gtc aca gag cag 576 
Asp Asn Ala Leu Gin Ser Gly Asn Ser Gin Glu Ser Val Thr Glu Gin 
180 185 190 

gac age aag gac age acc tac age etc age age acc ctg acg ctg age 624 
Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser 
195 200 205 

aaa gca gac tac gag aaa cac aaa gtc tac gee tgc gaa gtc acc cat 672 
Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His 
210 215 220 

cag ggc ctg age teg ccc gtc aca aag age ttc aac agg gga gag tgt 720 
Gin Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys 
225 230 235 240 

tag 723 



<210> 4 

<211> 240 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Met Val Leu Gin Thr Gin Val Phe He Ser Leu Leu Leu Trp He Ser 

15 10 15 

Gly Ala Tyr Gly Asp He Val Met Thr Gin Ser Pro Asp Ser Leu Ala 

20 25 30 

Val Ser Leu Gly Glu Arg Ala Thr He Asn Cys Lys Ser Ser Gin Ser 

35 40 45 

Val Leu Tyr Ser Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gin Gin 

50 55 60 

Lys Pro Gly Gin Pro Pro Lys Leu Leu He Tyr Trp Ala Ser Thr Arg 
65 70 75 80 

Glu Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 

85 90 95 

Phe Thr Leu Thr He Ser Ser Leu Gin Ala Glu Asp Val Ala Val Tyr 
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100 




105 




110 




Tyr 


Cys 


Gin Gin 


Tyr Tyr 


Ser Thr Pro Pro Thr 


Phe Gly 


Gin Gly 


Thr 






115 




120 


125 






Lys 


Val 


Glu He 


Lys Arg 


Thr Val Ala Ala Pro 


Ser Val 


Phe He 


Phe 




130 






135 


140 






Pro 


Pro 


Ser Asp 


Glu Gin 


Leu Lys Ser Gly Thr 


Ala Ser 


Val Val 


Cys 


145 






150 


155 






160 


Leu 


Leu 


Asn Asn 


Phe Tyr 


Pro Arg Glu Ala Lys 


Val Gin 


Trp Lys 


Val 








165 


170 




175 




Asp 


Asn 


Ala Leu 


Gin Ser 


Gly Asn Ser Gin Glu 


Ser Val 


Thr Glu 


Gin 






180 




185 




190 




Asp 


Ser 


Lys Asp 


Ser Thr 


Tyr Ser Leu Ser Ser 


Thr Leu 


Thr Leu 


Ser 






195 




200 


205 






Lys 


Ala 


Asp Tyr 


Glu Lys 


His Lys Val Tyr Ala 


Cys Glu 


Val Thr 


His 




210 






215 


220 






Gin 


Gly 


Leu Ser 


Ser Pro 


Val Thr Lys Ser Phe 


Asn Arg 


Gly Glu 


Cys 


225 






230 


235 






240 



<210> 5 

<211> 480 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(480) 
<223> 

<400> 5 

atg aag aac cat ttg ctt ttc tgg gga gtc ctg gcg gtt ttt att aag 48 
Met Lys Asn His Leu Leu Phe Trp Gly Val Leu Ala Val Phe He Lys 
15 10 15 

get gtt cat gtg aaa gec caa gaa gat gaa agg att gtt ctt gtt gac 96 
Ala Val His Val Lys Ala Gin Glu Asp Glu Arg He Val Leu Val Asp 
20 25 30 

aac aaa tgt aag tgt gec egg att act tec agg ate ate cgt tct tec 144 
Asn Lys Cys Lys Cys Ala Arg He Thr Ser Arg He He Arg Ser Ser 
35 40 45 

gaa gat cct aat gag gac att gtg gag aga aac ate cga att att gtt 192 
Glu Asp Pro Asn Glu Asp He Val Glu Arg Asn He Arg He He Val 
50 55 60 

cct ctg aac aac agg gag aat ate tct gat ccc acc tea cca ttg aga 240 
Pro Leu Asn Asn Arg Glu Asn He Ser Asp Pro Thr Ser Pro Leu Arg 
65 70 75 80 
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acc aga ttt gtg tac cat ttg tct gac etc tgt aaa aaa tgt gat cct 
Thr Arg Phe Val Tyr His Leu Ser Asp Leu Cys Lys Lys Cys Asp Pro 
85 90 95 



288 



aca gaa gtg gag ctg gat aat cag ata gtt act get acc cag age aat 
Thr Glu Val Glu Leu Asp Asn Gin He Val Thr Ala Thr Gin Ser Asn 
100 105 110 



336 



ate tgt gat gaa gac agt get aca gag acc tgc tac act tat gac aga 
He Cys Asp Glu Asp Ser Ala Thr Glu Thr Cys Tyr Thr Tyr Asp Arg 
115 120 125 



384 



aac aag tgc tac aca get gtg gtc cca etc gta tat ggt ggt gag acc 
Asn Lys Cys Tyr Thr Ala Val Val Pro Leu Val Tyr Gly Gly Glu Thr 
130 135 140 



432 



aaa atg gtg gaa aca gec tta acc cca gat gec tgc tat cct gac taa 
Lys Met Val Glu Thr Ala Leu Thr Pro Asp Ala Cys Tyr Pro Asp ■ 
145 150 155 



480 



<210> 6 

<211> 159 

<212> PRT 

<213> Homo sapiens 

<400> 6 

Met Lys Asn His Leu Leu Phe Trp Gly Val Leu Ala Val Phe He Lys 
15 10 15 

Ala Val His Val Lys Ala Gin Glu Asp Glu Arg He Val Leu Val Asp 

20 25 30 

Asn Lys Cys Lys Cys Ala Arg He Thr Ser Arg He He Arg Ser Ser 

35 40 45 

Glu Asp Pro Asn Glu Asp He Val Glu Arg Asn He Arg He He Val 

50 55 60 

Pro Leu Asn Asn Arg Glu Asn He Ser Asp Pro Thr Ser Pro Leu Arg 
65 70 75 80 

Thr Arg Phe Val Tyr His Leu Ser Asp Leu Cys Lys Lys Cys Asp Pro 

85 90 95 

Thr Glu Val Glu Leu Asp Asn Gin He Val Thr Ala Thr Gin Ser Asn 

100 105 110 

He Cys Asp Glu Asp Ser Ala Thr Glu Thr Cys Tyr Thr Tyr Asp Arg 

115 120 125 

Asn Lys Cys Tyr Thr Ala Val Val Pro Leu Val Tyr Gly Gly Glu Thr 

130 135 140 

Lys Met Val Glu Thr Ala Leu Thr Pro Asp Ala Cys Tyr Pro Asp 
145 150 155 



<210> 7 
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<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized sequence 

<400> 7 

ccaacggcaa caaagaaaag aacg 24 



<210> 8 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized sequence 

<400> 8 

aacatgctct ggccgagcca gtcg 24 



<210> 9 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized sequence 

<400> 9 

gcaagtccag ccagagtgtt ttat 24 



<210> 10 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized sequence 

<400> 10 

ctgtccttgc tgtcctgctc tgtg 24 



<210> 11 
<211> 33 
<212> DNA 
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<213> Artificial 
<220> 

<223> an artificially synthesized primer sequence 
<400> 11 

aacagctcga gccaccatgg agtttgggct gag 



<210> 12 

<211> 32 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 

<400> 12 

agcggccagc cgccccgagc ctgtcgacag gc 



<210> 13 

<211> 32 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 

<400> 13 

atagaattcc accatggtgt tgcagaccca gg 



<210> 14 

<211> 30 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 

<400> 14 

ggagcaggcg gccgcacttc tccctctaac 



<210> 15 

<211> 24 

<212> DNA 

<213> Artificial 
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<220> 

<223> an artificially synthesized sequence 



<400> 15 

accattgaga accagatttg tgta 



24 



<210> 16 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized sequence 

<400> 16 

tgtgtagcac ttgtttctgt cata 24 



<210> 17 

<211> 28 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 



<210> 18 

<211> 26 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 

<400> 18 

tatctagatt agtcaggata gcaggc 26 



<400> 17 

atgaattcca ccatgaagaa ccatttgc 



28 
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Citrate buffer 
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